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Remarks 

Claims 1,10 and 16 have been amended and new claims 20-25 have been added. The 
amendments to claim 1 find representative support in the published specification at, inter alia^ 
paragraphs [0048], [0049], [0077] and [0100]. The amendment to claim 10 corrects a 
typographical error and the amendment to claim 16 renders claim 16 directly dependent on claim 
1 . Nev^ claims 20-22 find representative support in the published specification at paragraph 
[0056]. New claims 23 and 24 find representative support in the published specification at 
paragraph [0060]. New claim 25 finds representative support in the published specification at 
paragraph [0077], Applicants submit that no prohibited new matter has been introduced by the 
amendments or by the new claims. 

1. Summary of the Invention 

Applicants' invention as claimed is an immediate release pharmaceutical composition 
suitable for oral administration comprising the following three components: 

(i) the Agent; 

(ii) a water-soluble acid; and 

(iii) a water-soluble cellulose ether or an ester of a water-soluble cellulose ether. 

Claim 1 has been amended in this response to clarify that the acid component is present as the 
free acid (see, e.g., selected entries in Table 1 of Applicants' specification) to distinguish the 
recited composition from a composition wherein the acid component is present simply as part of 
an acid addition salt complex with the Agent. Thus, the recited water-soluble acid exists in the 
claimed pharmaceutical composition in free acid form separate and distinct from the Agent, 
which itself may be in the form of a free base or a pharmaceutically acceptable salt. 

2. Rejection under 35 U.S,C, 103(a) 

Claims 1 , 2, 4, 6 and 8-16 are rejected as. allegedly obvious over WO 9633980 ("the '980 
application'') in view of U.S. Patent 6,096,749 ("the '749 patent") for the reasons asserted on 
pages 3-5 of the Office Action. In particular, the Examiner asserts that the '980 application 
teaches the acid addition salt of the Agent with fiimaric acid (citing Example 27) and with citric 
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acid (citing Example 32, Injection III). The Examiner indicates that the '980 application also 
teaches that pharmaceutical formulations of the Agent may be prepared using conventional 
excipients, but acknowledges that the '980 application does not disclose 
hydroxypropylmethyl cellulose. However, the Examiner relies on the '749 patent for allegedly 
teaching that hydroxypropylmethylcellulose and polyethylene glycol are appropriate excipients 
for use with tyrosine kinase inhibitors. 

Applicants submit that the '980 application does not teach or suggest a pharmaceutical 
composition comprising the Agent and a water-soluble acid present as the free acid, even less 
such a pharmaceutical composition suitable for oral administration. Cited Example 27 of the 
'980 application describes the formation and isolation of the difumaric acid addition salt of the 
Agent in solid form. There is no disclosure of the presence of the free acid form of ftimaric acid 
in combination with the isolated difumaric acid addition salt. While the Agent (or a salt form 
thereof) and the free acid form of fumaric acid may have been present together at any given point 
in time in the reaction media in which the difumarate salt of the Agent was prepared, the 
presence of significant amounts of methylene chloride and DMF as co-solvents in the reaction 
would prevent this mixture from qualifying as a pharmaceutical composition. A person of 
ordinary skill in the art would know that such solvents are toxic and completely unsuitable for 
administration as a pharmaceutical product in the amounts described in Example 27. As support 
for this submission, Applicants have provided herein for the Examiner's consideration a 
"Guidance for Industry" publication by the Food and Drug Administration (dated November 
2003) which shows in Table 2 various solvent concentration limits in pharmaceutical products. 
Methylene chloride (dichloromethane) and DMF (N,N-dimethylformamide) have respective 
concentration limits of only 680 ppm and 880 ppm, which is miniscule compared to the large 
amounts present in the reaction media of Example 27 of the '980 application. 

The Examiner cites the particular dosage form of Example 32 of the '980 application that 
is labeled as ^'Injection 111". The Injection III example is directed to administration via injection. 
As amended, claim 1 recites a pharmaceutical composition suitable for oral administration. 
Applicants submit that a person of ordinary skill in the art would not consider an injection 
formulation to be suitable for oral administration. As support for this statement, Applicants point 
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to formulations (a) through (d) of Example 32, which are directed to oral administration. These 
formulations are substantially different in their compositions compared to the Injection III 
formulation cited by the Examiner. 

Based on the above discussion, Applicants submit that it is clear that none of the 
examples of the *980 application cited by the Examiner teaches or suggests a pharmaceutical 
composition suitable for oral administration that comprises the Agent and a water-soluble acid 
present as the free acid. The '749 patent cannot remedy this deficiency present in the '980 
application. 

The '749 patent is relied upon for teaching the combination of a tyrosine kinase inhibitor 
and hydroxypropylmethylcellulose. The Examiner indicates that the '980 application 
characterizes the Agent as a tyrosine kinase inhibitor and thus it would have allegedly been 
obvious to incorporate hydroxypropylmethylcellulose into the Agent formulations disclosed in 
the '980 application. Applicants point out that the '749 patent discloses thousands of possible 
formulation options for the compounds described therein. Further, there is no suggestion in the 
'749 patent that any of the possible formulations, particularly those that may contain • 
hydroxypropylmethylcellulose, would be advantageous, or even suitable, for use with 
compounds such as the Agent, which is structurally quite different from the pyrrolopyrimidine 
compounds described in the '749 patent. 

Applicants further submit that there is no rationale for modifying the Injection III dosage 
form of Example 32 of the '980 application, which is directed to administration via injection, to 
include hydroxypropylmethylcellulose, which is associated in the '749 patent with oral 
administration dosage forms. As discussed above, Example 27 of the '980 application does not 
represent an acceptable pharmaceutical dosage form due at least to its significant organic solvent 
content. 

Applicants submit that even if a person of ordinary skill in the art were to consider the 
teaching of the '749 patent, he would be drawn to the examples of the '749 patent which describe 
oral dosage forms - i.e, , Examples 23-25 - since Applicants' claims as amended recite 
pharmaceutical compositions suitable for oral administration. However, the compositions 
disclosed in Examples 23-25 of the '749 patent are easily distinguished from Applicants' 
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claimed compositions at least for the reason that hydroxypropylmethylcellulose is not present in 
any of these representative oral formulations. Therefore, Applicants submit that the '749 patent 
is not pertinent to the patentability of the currently pending claims. 

The Examiner asserts that it would have been obvious to obtain the weight ratios recited 
in Applicants' claims 12-14 based on the fact that the Injection III dosage form of Example 32 of 
the '980 application teaches a weight ratio of Agent to acid of 1 :35 and that the '749 patent 
teaches in Example 25 a tyrosine kinase inhibitor to polyethylene glycol weight ratio of 23:1. 
The Examiner states that because the *749 patent teaches that polyethylene glycol and 
hydroxypropylmethylcellulose are equivalent, it would have been obvious to a person of 
ordinary skill in the art to interchange the two excipients. 

Applicants point out that the Injection III dosage form actually shows that compound X 
(encompassing the Agent) is present as 0.1% w/v and that the citric acid component is present as 
0.38% w/v. Thus, the weight ratio of Agent to acid is 1 :3.8 and not 1 :35. Applicants do not 
acquiesce to the Examiner's statement that the '749 patent teaches the equivalency of 
polyethylene glycol and hydroxypropylmethylcellulose and submit that a person of ordinary skill 
in the art would know that a polyethylene glycol is structurally and chemically quite different 
from a water-soluble cellulose ether (such as hydroxypropylmethylcellulose) or an ester of a 
water-soluble cellulose ether. Accordingly, Applicants submit that there would be no motivation 
or expectation of success in substituting, for example, hydroxypropylmethylcellulose for a 
polyethylene glycol. However, even if hydroxypropylmethylcellulose were substituted for the 
polyethylene glycol component present in the Injection III dosage form of Example 32 of the 
'980 application, such a modified formulation is still readily distinguishable over Applicants' 
claimed composition at least for the reason that Applicants' compositions are suitable for oral 
administration while the Injection III dosage form is directed to administration via injection. 

For at least the reasons discussed above. Applicants request that the rejection of the 
identified claims as allegedly obvious over the '980 application in view of the '749 patent be 
withdrawn. 
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3. 



Double Patenting Rejection 



Claims 1, 2, 4, 6 and 8-16 are provisionally rejected as allegedly unpatentable over 
claims 1-18 of copending Application No. 10/505,231. 

Applicants note that this rejection remains provisional in that no claims have been 
allowed in Application No. 10/505,231. Therefore, no further response is required at this time. 

4. Conclusion 

The foregoing amendments and remarks are being made to place the application in a 
condition for allowance. Applicants respectfully request reconsideration and the timely 
allowance of the pending claims. Should the Examiner find that an interview would be helpful 
to further prosecution of this application, he is invited to telephone the undersigned at his 
convenience. 

Except for issues payable under 37 C.F.R. 1.18, the Commissioner is hereby authorized 
by this paper to charge any additional fees during the entire pendency of this application 
including fees due under 37 C.F.R. 1.16 and 1.17 which may be required, including any required 
extension of time fees, or to credit any overpayment to Deposit Account 50-03 1 0. This 
paragraph is intended to be a constructive petition for extension of time in accordance with 37 
C.F.R. 1.136(a)(3). 



Dated: December 5, 2008 

Morgan, Lewis & Bockius LLP 

Customer No. 09629 

1111 Pennsylvania Avenue, N.W, 

Washington, D,C. 20004 

Tel: 202-739-3000 

Fax: 202-739-3001 



Respectfully submitted, 
Morgan, Lewis & Bockius LLP 




Direct: 202-739-5915 
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